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Description 

The present invention is concerned with new pharmaceutical compositions comprising esters or amides 
as active ingredients. More particularly, it relates to pharmaceutical compositions characterized in that esters 
5 or amides are suspended or dissolved in middle chain glycerides (referred to as W MCG" hereafter) or mixtures 
thereof. The degradation of the esters or amides by digestive enzymes (e.g. esterases and peptidases) is inhi- 
bited by suspending or dissolving the said esters or amides in MCGs. 

Out of many esters, various esters of guanidinobenzoic acid are known to be useful as medicines, for 
example, useful in the treatment of acute pancreatitis owing to their ant i-plasmin activity and antl-trypsin acitlvity 
10 and in the treatment of pulmonary emphysema owing to their inhibitory activity on elastase. 

Recently, as a result of their detailed research on pharmacokinetics in oral administration of the above 
esters, the present inventors have found unexpected facts. That is, it has been confirmed that these esters are 
degraded by the action of various esterases in the digestive system, especially in the intestine comparatively 
rapidly. 

15 Esters of guanidinobenzoic acid are degraded to guanidino benzoic acid and an alcohol corresponding to 

the ester moiety (when a medicine has plural ester-bonds, it is presumed that the bonds are severed in order 
of facility in breaking and finally the medicine is degraded to guanidinobenzoic acid and another part. Any deg- 
radation products have no desired pharmacological effect or have the structure not to be absorbed, and there- 
fore, the bioavailability of the esters of guanidinobenzoic acid descends. 
20 Furthermore, it has turned out that other esters and amides which are considered to be degraded by the 

action of various esterases and peptidases in digestive system, are degraded comparatively rapidly, similarly 
to esters of guanidinobenzoic acid. 

As a result of their energetic investigation in order to find means to inhibit the degradation of the esters or 
amides by the action of digestive enzymes (e.g. various esterases and peptidases) in digestive system, the 
25 present inventors have found that the purpose is accomplished by suspending or dissolving the said esters or 
amides in MCGs, and have completed the present invention. 

In the specification of the Japanese Patent Kokai No. 55-17328, W/O/W-formed emulsion comprising insu- 
lin as active agent and middle chain triglycerides (referred to as "MCT hereafter) as oily substance, and inhibi- 
ting the degradation by the action of digestive enzymes, is disclosed. In the composition, MCT is used as oily 
30 substance which the oily phase in W/O/W-formed emulsion is composed of. There is a fundamental difference 
in structure from the MCG suspensions or solutions of the present invention, and further, such W/O/W-formed 
emulsion does not suggest the present invention at all. 

Furthermore, no other prior art relating to MCGs suspensions or solutions for inhibiting the degradation of 
active ingredients by the action of digestive enzymes, is known. Further, no compositions comprising suspen- 
ds sions or solutions of guanidinobenzoic acid derivatives in MCGs have so far been known. 

Figure 1 to 8 are the time-course of the remaining ratio of the active ingredient In the parmaceutical compo- 
sition of the present invention. In small intestine, and Fig. 1 , 2, 3, 4, 5, 6, 7 and 8 relate to Compound A, Com- 
pound B, Compound C, Compound D, Compound E, Compound F, Compound G and Compound H, 
respectively. 

40 Accordingly, the present invention is concerned with parmaceutical compositions which essentially con- 

sists of an ester of benzoic acid or thromboxane analogues, an amide of benzoic acid, thromboxanes analogues 
or prostaglandin analogues, or prolinal or thiazolidine derivatives having amido bond(s) suspended or dissolved 
in middle chain glycerides (referred to as "MCG" hereafter) or a mixture of two or more of them. 

Compositions comprising glycosides, antibiotics having ester bonds and nifedipine, with MCGs are dis- 
45 closed in the specifications of the British Patent Publication No. 1 544576, the European Patent Publication No. 
108295 and the Japanese Patent Kokai Nos 58-170788 and 59-106418. 

The CH-A-634 749 discloses a composition comprising valethamat-bromide and MCGs. 

Of the esters of benzoic acid, compounds being an ester of p-guanidinobenzoic acid as fundamental chem- 
ical structure are preferred. Especially preferably, the esters are compounds of the general formula : 



55 



2 \ 
KN ^ 



C-NH^^-COO-R (I) 



(wherein R is an organic group) and non-toxic acid-addition salts thereof. They are described in detail, for 
example, in the specification of the Japanese Patent Kokai Nos. 50-4038, 51-16631, 51-54530, 51-75042, 52- 
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89640, 53-147044, 54-70241, 55-55154. 55-100356, 55-115863, 55-115865, 56-34662 and 57-53454, and of 
the British Patent Nos. 1472700, 2007653, 2044760 and 2057435, and of the European Patent Publication No. 
222608. Compounds wherein R is a substitued aromatic group in the general formula (I) are more preferred. 
Such compounds are p-(p-guanidinobenzoyldxy)phenylacetic acid N,N-dimethylcarbamoylmethyl ester, p- 
guanidinobenzolc acid p-sulfamoylphenyl ester, p-guanidinobenzoic acid 6-amidinonaphth-2-yI ester and non- 
toxic acid-addition salts thereof. p-Guanidinobenzoicacid methyl esterand non-toxic acid-addition salts thereof 
are also preferred. 

Other preferable esters of benzoic acid are esters of salicylic acid, eg salicylic acid ethyl ester. 

The esters of thromboxane analogues used in the present invention are the compounds described in the 
specification of the British Patent Publication No. 21 841 18 and of the European Patent Publication Nos. 44771 
and 171146. Such compounds are, for example, alkyl esters of 7-(3-tosylaminobicyc!o [2.2.1]heptan-2-yl)-5Z- 
heptenoic acid. 

Compositions comprising cyclosporins and antibiotics having amido bonds, with MCGs are disclosed in 
the specification of the British Patent Publication No. 2015339 and of the European Patent Publication No. 
108295 and of the Japanese Patent Kokai No. 58-170788. GB-A- 1544576 discloses a composition comprising 
the amide chloramphenical and medium chain fatty acid triglycerides. 

Of the amides of prostaglandin analogues used in the Invention the preferred compounds are disclosed in 
the specifications of the European Patent Publication Nos. 156611, 182231 and 232126, and of the French 
Patent Publication No. 2376134 and further in the Chemical Abstracts, abstract Nos. 77743g (1976), 43438a 
(1976) and 131213h (1975). Such compounds are, for example, amides of 6-keto-16S, 18S-ethano-20-ethyl- 
PGE 1 with an amino acid. 

Of the amides of benzoic acid used in the invention the preferred compounds are disclosed In the speci- 
fication of the European Patent Publication No. 173516. 

Of the amides of thromboxane analogues used in the invention the preferred compounds are disclosed in 
the specification of EP-A-0312906. Such compounds are, for example, amides of 7-(3-tosylaminobh 
cyclo[2.2.1]heptan-2-yl)-5Z-heptenoic acid with an amino acid. 

Of the prolinal or thiazolidine derivatives having amido bonds used in the invention the preferred com- 
pounds are disclosed in the specification of EP-A- 0268190 and of the Japanese Patent Kokai No. 64-6263. 
Such compounds are, for example. N-I3-[N-4-chlorobenzyl)carbamoyl]propanoyl]-L-prolinal. 

Pharmacological effects of esters or amides used in the compositions of the present invention are not 
limited. For example, the esters of p-guanidinobenzoic acid of the general formula (I) have inhibitory effects on 
proteinases such as anti-plasmtn activity, antitrypsin activity, and therefore may be useful In the treatment of 
acute pancreatitis, or they have an inhibitory effect on elastase, and therefore may be useful in the treatment 
of pulmonary emphysema. 

MCGs in the present Invention mean a monoglyceride of a fatty acid of 4 to 1 0 carbon atoms (referred to 
as "MCM" hereafter), a corresponding diglyceride (referred to as "MCD" hereafter) and a corresponding trig- 
lyceride (referred to as "MCT* hereafter), and a mixture of two or more of them. The fatty acids having any car- 
bon atoms are preferred. Glycerides of caprylic acid and of capric acid are more preferred. Glyceryl 
monocapryiate, glyceryl dicapryiate and glyceryl tricaprylate, and a mixture thereof are especially preferred. 
MCGs used in the present invention are on the market with trade marks, e.g. Migryol and Imwitor (both prepared 
by Dynamite Novel Co.) and Panacete (prepared by Nippon Yushi Co.). 

The use of MCGs to improve the bioabsorbability of antibiotics (GB-A- 2 015 339) and the amide chloram- 
phenical (GB-A- 1 544 576) or to improve the stability of unstable drugs (DE-A- 2 819 447) is known in the art 
DE-A- 3 042 975 discloses a composition comprising aspirin and an amphiphilic substance like lecithine. 

The suspension composition or solution composition of the present invention may, if desired, comprise 
other Inert additional substances, for example, viscosity-lowing agents such as phospholipids and non-ionic 
surface-active agents, and specific gravity-controlling agents such as calcium carbonate, calcium citrate and 
calcium gluconate. 

The pharmaceutical compositions of the present invention may be prepared by adding esters or amides, 
and, if desired, other additional substances into MCGs, and suspending or dissolving the mixture by known 
methods. 

The obtained suspensions or solutions may be administered as they are (directly), and preferably adminis- 
tered in the form of capsules formulations filled Into gelatin-made soft capsules or gelatin-made hard capsules. 
If necessary, the said capsule formulation may be coated with an enteric coating. Any enteric coatings being 
unreactive with active ingredients may be used. Preferable examples of enteric coatings used are car- 
boxymethylethyl cellulose, hydraxypropyimethyl cellulose acetate succinate and phospholipids. The prepa- 
ration of capsules and the coating with enteric coating may be carried out by known methods. 
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[Effects] 

The pharmaceutical compositions of the present invention may inhibit the degradation of esters or amides 
by the action of digestive enzymes in digestive system, and therefore the bioavailability of the active ingredient 
s remarkably ascends. 

[Examples] 

The following examples, reference examples and experiments Illustrate, the present invention in detail. 

10 

Example 1 

A mixture of 250 g of p-(p-guanidinobenzoyloxy)phenylacetic acid N,N-dimethylcarbamoylmethyl ester 
methanesulfonate, 740 g of glyceryl tricaprylate (Panacete® 800, prepared by Nippon Yushi Co.) and 1 0 g of 
15 bean lecithin (prepared by Hohnen Seiyu Co.) was stirred enough and then sieved through a 100-mesh sieve 
to obtain the desired suspension of the present invention. 

Example 2 

20 By the same procedure as described in Example 1 f the suspension of the present invention was obtained 

by using 250 g of p-guanldinobenzoic acid 6-amidinonaphth-2-yl ester dimethanesuffonate, 740 g of glyceryl 
tricaprylate and 10 g of bean lecithin. 

Example 3 

25 

By the same procedure as described in Example 1, the suspension of the present invention was obtained 
by using 50 g of p-guanidinobenzoic acid p-sutfamoyl phenyl ester methanesulfonate, 940 g of glyceryl mono- 
caprate (Panacete® 1000, prepared by Nippon Yushi Co.) and 10 g of bean lecithin. 

30 Example 4 

By the same procedure as described in Example 1 , the suspension of the present invention was obtained 
by using 50 g of p-guanldinobenzoic acid methyl ester methanesulfonate, 940 g of glyceryl monocaprytate 
(Imwitor® 742, prepared by Dynamite Novel Co.) and 10 g of bean lecithin. 

35 

Example 5 

By the same procedure as described in Example 1, the suspension of the present invention was obtained 
by using 250 g of p-(p-guanidinobenzoyloxy)phenylacetic acid N f N-dimethylcarbamoyImethyl ester 
40 methanesulfonate, 740 g of a mixture of glyceryl monocaprylate and glyceryl dicaprylate (6 : 4) (Imwitor® 908, 
prepared by Dynamite Novel Co.) and 10 g of bean lecithin. 

Example 6 

45 980 g of glyceryl tricaprylate were added little by little to 20 g of 7-[(1R, 2S, 3S, 4S)-3-tosylaminobi- 

cyclo[2.Z1]heptan-2-yI]-5Z-heptenoic acid ethyl ester and the mixture was stirred enough to obtain the desired 
solution of the present invention. 

Example 7 

50 

50 ml of ethanol was added to 250 g of salicylic acid ethyl ester with stirring to give semi-solid solution. To 
the mixture was added 750 g of glyceryl tricaprylate and the obtained mixture was stirred enough. Ethanol was 
removed completely from the mixture under vacuum more than an overnight to obtain the suspension of the 
present Invention. 

55 

Example 8 



10 ml of ethanol was added to 20 g of an amide of 6-keto-16S, 18S-ethano-20-ethyl-PGE 1 with L-leucine. 
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10 



55 



To the obtained solution was added 980 g of glyceryl tricaprylate and the mixture was stirred enough. Ethanol 
was removed completely from the mixture under vacuum more than an overnight to obtain the solution of the 
present invention. 



5 Example 9 



A mixture of 50 g of an amide of 7-[<1R. 2S, 3S t 4S)-3-tosylaminobicyclo[2.2.1]heptan-2-yll-5Z-heptenoic 
acid with glycine, 940 g of glyceryl monocaprytate and 10 g of polyoxyethylenehydrogenated caster oil (HCO- 
60® prepared by Nikko chemicals Co.) was stirred enough to obtain the suspension of the present invention. 



Example 10 



By the same procedure as described in Example 1 , the suspensionn of the present invention was obtained 
by using 250 g of N-I3-[N-(4-chiorobenzy!)carbamoyilpropanoyiR-prolinal f 740 g of glyceryl tricaprylate and 
15 1 0 g of bean lecithin. 



Reference Example 1 

1000 g of the suspension prepared in Example 1 were filled into water-soluble soft capsules with a rotary- 
20 capsule machine by methods known per se to obtain about 2500 capsules. 

Reference Example 2 

The soft capsules prepared in Reference Example 1 were coated with an aqueous solution containing 1 2% 
25 (w/v) carboxymethylethyl cellulose (CMEC AO®, prepared by Freund Sangyo Co.), 3% (w/v) glyceryl caprylate 
and 1% (w/v) sodium citrate by pan-coating method to obtain enteric-coated soft capsules. 

Reference Example 3 

30 The soft capsules prepared in Reference Example 1 were coated with an aqueous solution containing 1 0% 

(w/v) hydroxypropylmethy! cellulose acetate succinate (HPMCAS®, prepared by Shin-etsu Kagaku Co.), 2% 
(w/v) triethyl citrate. 5% (w/v) talc and 0.05% (w/v) hydroxypropylcellulose (HPC-MF®, prepared by Shin-etsu 
Kagaku Co.) by pan-coating method to obtain enteric-coated soft capsules. 

35 Reference Example 4 

1 000 g of each suspension or solution prepared in Example 2 to 1 0 were filled into water-soluble soft cap- 
sules with a rotary-capsule machine by methods known per se to obtain 2500 each capsules (100 mg of the 
active ingredient were contained in each capsules obtained from the composition of Example 2, 5, 7 and 10, 
40 and 20 mg of the active ingredient were contained in each capsules obtained from the composition of Example 
3. 4 and 9, and further 8 mg of the active ingredient were contained in each capsules obtained from the compo- 
sition of Example 6 and 8). 

Reference Example 5 

45 

By the same procedure as described in Reference Example 2, enteric-coated soft capsules were obtained 
by using soft capsules prepared in Reference Example 4. 

Reference Example 6 

so 

By the same procedures as described In Reference Example 3, enteric-coated soft capsules were obtained 
by using soft capsules prepared in Reference Example 4. 



Reference Example 7 

1000 g of the suspension or solution prepared in Example 1 to 10 were filled into water-soluble hard cap- 
sules with an ofl and paste filling machine by methods known oer se to obtain about 2500 each capsules. 
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Reference Example 8 

By the same procedures as described in Reference Example 2 or 3, enteric-coated hard capsules were 
obtained by using hard capsules prepared in Reference Example 7. 

Experiment 1 

The inhibitory effect of MCG on the degradation of esters of quanidinobenzoic acid in small intestine 

The experiment was carried out according to the Yasuhara's method using intestinal loop in rats [see Jour- 
nal of Pharmacobio-Dynamics, 2, 251 (1979)]. That is. male Sprague-Dawley rats weighing 220-260 g were 
fasted an overnight prior to surgery ; however drinking water was readily accessible. The rats were anesthetized 
by sodium pentobarbital using an intraperitoneal injection of 50 mg/kg. The small intestine was exposed by a 
midline abdominal incision. The intestinal loop studied was used approximately 15 cm of the duodenal- jejunal 
site that was approximately 2 cm off the outlet of bile duct 

The suspension or solution containing active ingredients was directly administered into the loop and the 
both ends of the loop were closed. The experiment with Compound F and H was carried out further by adding 
pancreatic juice and bile of other rats into the loop by cannula. After a given period of time, the loop was cut 
out The contents were washed out with physiological salt solution and/or ethanol, and thereto was added a 
mixture of 0.1 N aqueous methanesulfonic acid, 1,2-dichloroethane and isopropanol. The obtained mixture was 
centrifuged and the resulting supernatant was used as a sample. In the case of Compound D to G, the washings 
were directly used as a sample. The active ingredient and the degradation products in sample were determined 
with high pressure liquid chromatography. 

Various esters and amides used in the experiments and administration methods thereof 



Compound A: p-(p-guanldinobenzoyloxy) phenyl acetic add 



N t N-d1 methyl carbamoyl methyl ester methanesulfonate 




Compound B: 



p-guanid1nobenzo1c acid 6-am1dinonaphth-2-yl ester 
dimethanesul fonate 




Compound C: p-guanldlnobenzolc acid methyl 



ester methanesulfonate 
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Compound D : 7-(34osylaminobicydo[2.2.1]heptan-2-y1)-5Z-heptenoic acid ethyl ester 



COOC 2 H 5 




Compound E : salicylic acid ethyl ester 



C00C 2 H 5 
OH 



Compound F : 6-keto-16S,18S-ethano-20-ethyl-PGE 1 leucine amide 




CONH >^-COOH 



OH 



OH 



Compound G : N-[3-[N-(4-chlorobenzyl)carbamoyI]propanoyl3-L-prolinal 




CHO 



Compound H : 7-(3-tosylaminob[cydo[2.2.1]heptan-2-yl)-5Z-heptenoic acid glycine amide 



CONH COOH 



NHS0 2^O^ CH 3 



(wherein G is a guanidino group.) 
Administration method 

H 2 0 : dissolving In the ratio of 5 mg of active Ingredient/0.5 ml of water/animal. 
MCM8(glyceryl monocaprylate) : 

suspending in the ratio of 5 mg of active ingredient/0.5 ml of MCMS/animaK 
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MCT8(glyceiyI tricaprylate) : 

suspending in the ratio of S mg of active ingredient/0.5 ml of MCT8/animal. 
The result was shown in Table 1, and Fig. 1 to 8. 

Notes 

1. 0.5 mg of Compound C were used instead of 5 mg of it and the suspension of Compound C even in 
water was administered because of its poor solubility. 

2. 0.5 ml of physiological salt solution (referred to "SALT 1 ) for Compound D instead of water, because of 
its water-insoluble character. 

3. 0.1 mg of Compound F were used because of its strong pharmacological effect, and isotonic phosphate 
buffer solution (referred to "PHOS") (pH 6.5) instead of water was used because of its water-insoluble 
character. 

4. Compound D, E, F, G and H were previously dissolved in 25 uJ of ethanol, and then each compositions 
of H 2 O t MCM8 and MCT8, for administration were prepared. 
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Table 1 



5 


f*nmnni I nH 

UUIIIfJUUt !U 


Administration 
route 


Remaining ratio of the active 
Ingredient 1n small Intestine 
{% of dose, mean ± 5.D) 






(minutes after) 


10 






5 






H 2 0 (COMPARISON) 


58. 7 ± 9-6 


1*5 "7 _!_ ^ 1 
id. /+ J. 1 




Compound A 


MCM8 (INVENTION) 


85.3±21-8 


39.7±17.2 


15 




MCT8 (INVENTION) 


82.1±18.5 


35.5±10.8 






H 2 0 (COMPARISON) 


68.8 ± 1.7 






Compound B 


MCM8 (INVENTION) 


90.0±15.6 


70.5±12.1 


20 




MCT8 (INVENTION) 


80. 0± 3.2 


60. 8± 7.5 






H 2 0 (COMPARISON) 








Compound C 


MCM8 (INVENTION) 


qq i + q p 


95 5+ 1 5 


25 




MCT8 (INVENTION) 


97. 5± 2.7 


92. 2± 3.4 






SALT (COMPARISON) 


17. 5± 2.9 


7.5+ 3.4 




Compound D 


MCM8 (INVENTION) 


61. 3± 9.8 


52.7±21.0 


30 




MCT8 (INVENTION) 


69.8±12.6 


52.1±13.1 




Compound E 


H 2 0 (COMPARISON) 
MCT8 (INVENTION) 


49.9 + 13.7 
70.2±21.0 


27.3±16.4 
43.5±15.4 


35 




PHOS (COMPARISON) 


21. S± 8.2 


9.2+ 4.4 




Compound. F 


MCM8 (INVENTION) 


37. 2± 5.1 


35.0±11.3 






MCT8 (INVENTION) 


38.4 + 12.9 


35. 2± 9.8 


40 


Compound G 


H 2 0 (COMPARISON) 
MCT8 (INVENTION) 


62. 1± 8.3 
74.5±12.4 


26.3 + 10.4 
40.0±13.1 


45 


Compound H 


H 2 0 (COMPARISON) 
MCT8 (INVENTION) 


30.4+ 8.1 
60.8+12.5 


11. 5± 8.5 
50.7±11.9 



so From the result of Experiment 1, it is understood that the degradation of active ingredients is inhibited by 

administering the suspension or solution of esters or amides in MCG, compared with by administering the 
aqueous solution thereof. 

Experiment 2 

55 

Effect of MCG on bioavailability (1) 

When Experiment 1 was carried out by using Compound A and D, blood was collected after a given period 
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of time (0, 15, 30, 60 and 120 minutes after). The concentration of the active Ingredient in blood was determined 
with high pressure liquid chromatography, and Area Under the plasma concentration-time Curve (AUC) was 
calculated and then bioavailability (BA) was calculated according to the following formula by comparing with 
AUC in intravenous administration. 



BA(S) - ^Cid] x < Div ' xaoo 
v ' [AUC1v] [Did] 

[AUCid] : AUC in intraduodenal administration 

[AUCiv] : AUC in intravenous administration 

[Did] : Dose in intraduodenal administration 

[Div] : Dose in intravenous administration 



Table 2 





Route 


Dose 
(mg/anlmal) 


AUC 
(ug-min/ml) 


BA 

w 


Compound A - Saline 1 ) 


tv 


0.5 


602. 9± 15.4 


100 


Compound A - H2O 
(COMPARISON) 


1d 


5 


182. 6± 55.7 


3.0 


Compound A - MCM8 
(INVENTION) 


1d 


5 


289. Z± 72.6 


4.8 


Compound A - HCT8 
(INVENTIOH) 


1d 


5 


332.1±169.3 


5.5 


Compound D - Sa11nez> 


1v 


0.5 


327.2± 79.1 


100 


Compound D - Saline*) 
(COMPARISON) 


1d 


5 


25. 4± 17.2 


0.8 


Compound 0 - MCT8 
(INVENTION) 


1d 


5 


254.8±102.3 


7.8 



1) Compound A was dissolved in physiological salt solution 
for Intravenous administration. 

2) Ethanol solution of Compound D was diluted with 
physiological salt solution. 

From the result, It is understood that BA In administration of the suspension or solution of esters in MCG 
is about 1.6 to 9.8 times as superior as BA In administration of aqueous solution of them. The improvement is 
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of great significance. 
Experiment 3 

Effect of MCG on bioavaiiability (2) 

Each one soft capsule prepared in Reference Example 1, 2, 3, 4, 5 and 6 (used only a suspension of 
Example 2 (compound B) in Reference Example 4, 5 and 6) was administered orally with 50 m! of water to six 
male Beagle dogs fasted an overnight (aged one to two and weighing 10 ± 1 kg). By the same procedures as 
described in Experiment 2, the concentration of the active Ingredient in biood, AUC, and then BA were calcu- 
lated. The resulte was shown in Table 3. 



Table 3 





Formulation 


BA (%) 


Compound A 


Reference Example 1 
Reference Example 2 
Reference Example 3 
Comparison AU 


10.9+ 4.3 
18.4± 7.3 
17.2±11.5 
6.3± 2.4 


Compound B 


Reference Example 4 
Reference Example 5 
Reference Example 6 
Comparison BU 


3.2±1.7 
5,0±2.5 
5.1±2.1 
1.7±1.2 



1) Comparison : Compound A or Compound B (10 mg/5 ml of water/kg 
animal body weight) was orally administered. 

From the Table 3, it is understood that BA of the composition in which the active ingredient is suspended 
in MCG is about 1 .5 to 3 times as superior as BA of the composition in which it is not suspended in MCG, even 
in oral administration. 



Claims 



Claims for the Contracting States AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE. 

1. A pharmaceutical composition consisting essentially of a compound selected from an ester of benzoic 
acid or thromboxane analogues, an amide of benzoic acid, thromboxane analogues or prostaglandin 
analogues, and prolinal or thiazolidine derivatives having amido bond(s) suspended or dissolved in a middle 
chain glyceride or a mixture of two or more of them. 

2. A pharmaceutical composition according to claim 1, wherein said ester is an ester of benzoic acid. 

3. A pharmaceutical composition according to claim 2, wherein said ester of benzoic acid is a compound 
of the general formula : 



H 0 N 



C-Ntt 



HN' 



C00-R 



(I) 



(wherein R Is an organic group) or a non-toxic acid-addition salt thereof. 
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4. A pharmaceutical composition according to claim 3, wherein R is a substituted-aromatic group in the 
general formula (I). : 

5. A pharmaceutical composition according to claim 4, wherein an ester of guanidinobenzolc acid is : 
p-{p-guanidinobenzoy!oxy)phenylaceticacid : N t N-dimethyicarbamoylmethyl ester, 

5 p-guanidinobenzoic acid p-sulfamoyl phenyl ester or 

p-guanidinobenzoic acid 6-amidinonaphth-2-yl ester, or 
a non-toxic acid-addition salt thereof. 

6. A pharmaceutical composition according to claim 3, wherein said ester of benzoic acid Is p-guanidi- 
nobenzoic acid methyl ester or a non-toxic acid-addition salt thereof. 

10 7. A pharmaceutical composition according to claim 2, wherein said ester of benzoic acid is aspirin or sali- 

cylic acid ethyl ester. 

8. A pharmaceutical composition according to claim 1, wherein said ester is an ester of thromboxane 
analogues. 

9. A pharmaceutical composition according to claim 8, wherein said ester of thromboxane analogues Is an 
is alkyl ester of 7-(3-tosylaminobicyclo(Z2.1]heptan-2-yl)-5Z-heptenoic acid. 

10. A pharmaceutical composition according to claim 1, wherein said amide is an amide of prostaglandin 
analogues. 

1 1. A pharmaceutical composition according to claim 1 0, wherein said amide of prostaglandin analogues 
is an amide of 6-keto-1 6S, ISS-ethano-20-ethyI-PGE! with an amino acid. 

20 12. A pharmaceutical composition according to claim 1 , wherein said amide is an amide of benzoic acid. 

13. A pharmaceutical composition according to claim 1, wherein said amide is an amide of thromboxane 
analogues. 

14. A pharmaceutical composition according to claim 13, wherein said amide of thromboxane analogues 
is an amide of 7-(3-tosylaminobicycio{2.2.1]heptan-2-yl)-5Z-heptenoic acid with an amino acid. 

25 1 5. A pharmaceutical composition according to claim 1 , wherein said amide is a prolinal or thiazolidine deri- 

vative having amido bonds. 

16. A pharmaceutical composition according to claim 15, wherein said prolinal or thiazolidine derivative 
having amido bonds is N-[3-[N-(4-chlorobenzyl)carbamoyI]propanoyl]-L-prolinal. 

17. A pharmaceutical composition according to claim 1, wherein said middle chain glyceride is a glyceride 
30 of caprylic add or a glyceride of capric acid. 

18. A pharmaceutical composition according to claim 17, wherein said middle chain glyceride is glyceryl 
monocaprylate, glyceryl dicaprylate or glyceryl tricaprytate, or a mixture thereof. 

19. A pharmaceutical composition according to claim 1, which is filled into a capsule. 

20. A pharmaceutical composition according to claim 1 9, characterized in that the capsule is coated with 
35 an enteric coating. 

21. A pharmaceutical composition according to claim 20, characterized in that the enteric crating is car- 
boxymethylethy! cellulose, hydroxypropylmethyl cellulose acetate succinate or phospholipids, 

22. A process for the preparation of a pharmaceutical composition wherein a compound selected from an 
ester of benzoic acid, or thromboxane analogues, an amide of benzoic acid, thromboxane analogues or pros- 

40 taglandin analogues, and prolinal or thiazolidine derivatives having amido bond(s) Is suspended or dissolved 
in a middle chain glyceride or a mixture of two or more of them. 

Claims for the Contracting States ES, GR. 

45 1. A process for the preparation of a pharmaceutical composition wherein a compound selected from an 

ester of benzoic acid, or thromboxane analogues, an amide of benzoic acid, thromboxane analogues or pros- 
taglandin analogues, and prolinal or thiazolidine derivates having amido bond(s) Is suspended or dissolved in 
a middle chain glyceride or a mixture of two or more of them. 

2. A process according to daim 1 , wherein said ester is an ester of benzoic acid. 

so 3. A process according to daim 2, wherein said ester of benzoic acid is a compound of the general formula: 

H 2 N 



(wherein R is an organic group) or a non-toxic acid-addition salt thereof. 

12 



EP 0 287 036 B1 

4. A process according to claim 3, wherein R is a substituted-aromatic group in the genera! formula (I). 

5. A process according to claim 4, wherein said ester of guanidinobenzoic acid is : 
p-(p-guanidinobenzoyloxy)phenyiacetic acid N,N-dimethylcarbamoylmethyl ester, 
p-guanidinobenzoic acid p-sulfamoylphenyl ester or 

p-guanidlnobenzoic acid 6-amidInonaphth-2-yl ester, or 
a non-toxic acid-addition salt thereof. 

6. A process according to claim 3. wherein said ester of benzoic acid is p-guanidinobenzoic acid methyl 
ester or a non-toxic acid-addition salt thereof. 

7. A Process according to claim 2, wherein said ester of benzoic acid is salicylic acid ethyl ester. 
8 A process according to claim 1 , wherein said ester is an ester of thromboxane analogues. 

g! A process according to claim 8, wherein said ester of thromboxane analogues is an aikyl ester of 7-(3- 
tosy!iminobicyclo[2.2.13heptan-2-yl).52-heptenoicacid. 

10. A process according to claim 1, wherein said amide is an amide of prostaglandin analogues. 

1 1 . A process accoding to claim 1 0, wherein said amide of prostaglandin analogues is an amide of 6-ke- 
to-16S, ISS-ethano-20-ethyl-PGE, with an amino acid. 

12. A process according to claim 1, wherein said amide is an amide of benzoic acid. 

1 3. A process according to claim 1 , wherein said amide is an amide of thromboxane analogues. 

14. A process according to claim 13, wherein said amide of thromboxane analogues is an amide of 7-(3- 
tosylamino-bicyclo [2.2.1]heptan-2-yl)-5Z-heptonIc acid with an amino acid. 

15. A process according to claim 1, wherein said amide is a prolinal orthiazolidine derivative having amido 
bonds. 

16. A process according to claim 15, wherein said prolinal or thiazolidine derivative having amido bonds 
is N-[3-[N-(4-chlorobenzyl)carbamoyl3propanoyl]-L-prolinal. 

1 7. A process according to claim 1 , wherein said middle chain glyceride Is a glyceride of caprylic acid or 
a glyceride of capric acid. 

1 8. A process according to claim 1 7, wherein said middle chain glyceride is glyceryl monocaprylate, glyceryl 
dicaprylate or glyceryl tricaprylate, or a mixture thereof. 

19. A process according to claim 1, wherein said pharmaceutical composition is filled into a capsule. 

20. A process according to claim 19, characterized in that the capsule is coated with an enteric coating. 

21. A process according to claim 20, charaterized in that the enteric coating is carboxymethylethyi cellulose, 
hydroxypropylmethyl cellulose acetate succinate or phospholipids. 



AnsprQche 

Patentanspruche fur die Vertragsstaaten : AT, BE, CH, DE, FR, GB, IT, L1 t LU, NL, SE. 

1 . Arzneimittel, bestehend im wesentltchen aus einer in einem mittelkettigen Glycerid Oder einer Mischung 
aus zwei oder mehreren derselben suspendierten Oder geiosten Verbindung, ausgewahlt aus einem Ester der 
Benzoesaure oder von Thromboxananaiogen, einem Amid der Benzoesaure. von Thromboxananalogen oder 
von Prostaglandinanaiogen und Prolinal- Oder Thiazolldinderivaten mit Aminobindung(en). 

2. Arzneimittel nach Anspruch 1 , dadurch gekennzeichnet, daB der Ester aus einem Ester der Benzoesaure 
besteht 

3. Arzneimittel nach Anspruch 2, dadurch gekennzeichnet, daB der Ester der Benzoesaure aus einer Ver- 
bindung der allgemeinen Formel : 



H 2 N 

^C-NH^COC-R (I) 

HN 

worin R fur eine organische Gruppe stent, oder einem nichttoxischen Saureadditionssalz derselben besteht. 

4. Arzneimittel nach Anspruch 3, dadurch gekennzeichnet, daB in der allgemeinen Formal (I) R fur eine 
substituierte aromatische Gruppe stent 

5. Arzneimittel nach Anspruch 4, dadurch gekennzeichnet, daB es slch bei dem Ester der Guanidinoben- 
zoesSure urn ; 

p-(p-GuanidinoberaoyIoxy>-phenylessigsaurB-N,N-dimethyl^rbainoylmethyIester t 
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p-Guanidlnobenzoesa^re-p-sulfamoylphenylester oder 
p-Guanidtaobe'nzpesaure-6-amidInonaphth-2-ylester 
oderein nicht-toxisches Saureadditionssalz derselben handelt 

6. Arzneimittel nach Anspruch 3, dadurch gekennzeichnet dad es bei dem Ester der Benzoesaure um p- 
5 Guantoino-benzoesauremethylester oder ein nicht-toxisches Saureadditionssalz desselben handelt 

7. Arzneimittel nach Anspruch 2, dadurch gekennzeichnet, dad es sich bei dem Ester der Benzoesaure 
um Salicyisaureethyiester handelt 

8. Arzneimittel nach Anspruch 1 , dadurch gekennzeichnet, dad es sich bei dem Ester um einen Ester von 
Thromboxananalogen handelt 

o 9. Arzneimittel nach Anspruch 8, dadurch gekennzeichnet, dad es sich bei dem Ester von Thromboxana- 

nalogen um einen Aikylester der 7-(3-Tosylaminobicyclo[2.2.1Jheptan-2-yl)-5Z-heptensaure handelt 

10. Arzneimittel nach Anspruch 1, dadurch gekennzeichnet, dad es sich bei dem Amid um ein Amid von 
Prostaglandinanalogen handelt 

1 1. Arzneimittel nach Anspruch 10, dadurch gekennzeichnet, dad es sich bei dem Amid von Prostaglan- 
5 dinanalogen um ein Amid von e-Keto-ieS.ISS-ethano^O-ethyl-PGE, mit einer Aminosaure handelt 

12. Arzneimittel nach Anspruch 1, dadurch gekennzeichnet, dad es sich bei dem Amid um ein Amid der 
Benzoesaure handelt 

13. Arzneimittel nach Anspruch 1, dadurch gekennzeichnet, dad es sich bei dem Amid um ein Amid von 
Thromboxananalogen handelt 

14. Arzneimittel nach Anspruch 13 t dadurch gekennzeichnet, dad es sich bei dem Amid von Thromboxa- 
nanalogen um ein Amid von 7-(3-Tosylaminobicyclor2^.1]heptan-2-yl)-52-heptensaure mit einer Aminosaure 
handelt 

15. Arzneimittel nach Anspruch 1 t dadurch gekennzeichnet, dad es sich bei dem Amid um ein ProlinaJ- 
oder Thiazolidinderivat mit Amidobindungen handelt. 

16. Arzneimittel nach Anspruch 15, dadurch gekennzeichnet dad es sich bei dem Proline!- oder Thiazo- 
lidinderivat mit Amidobindungen um N-[3-{N-(4-Chlorbenzyl)-carbamoyll-propanoyf]-L-prolinal handelt 

17. Arzneimittel nach Anspnich 1, dadurch gekennzeichnet, dad es sich bei dem mittelkettigen Glycerid 
um ein Glycerid der Caprylsaure oder ein Glycerid der Caprinsaure handelt. 

18. Arzneimittel nach Anspruch 17, dadurch gekennzeichnet dad es sich bei dem mittelkettigen Glycerid 
um Glycerylmonocaprylat Glyceryldicaprylat oder Glyceryltricaprylat oder eine Mischung derselben handelt 

19. Arzneimittel nach Anspruch 1, dadurch gekennzeichnet, dad es in eine Kapsei abgefOUt isL 

20. Arzneimittel nach Anspruch 19, dadurch gekennzeichnet dad die Kapsei mit einem enterischen Ober- 
zug versehen ist 

21. Arzneimittel nach Anspruch 20, dadurch gekennzeichnet dad der enterische Oberzug aus Carboxy- 
methylethylcellulose, Hydroxypropylmethylcelluloseacetatsuccinat oder Phospholipiden besteht 

22. Verfahren zur Zubereitung eines Arzneimittels, bei dem eine Verbindung, ausgewahlt aus einem Ester 
der Benzoesaure oder von Thromboxananalogen, einem Amid der Benzoesaure, von Thromboxananalogen 
oder Prostaglandinanalogen und Prolinal- oderTMazolidinderivaten mit Amidobindung(en), In einem mittelket- 
tigen Glycerid oder einer Mischung aus zwei oder mehreren derselben suspendiert oder geldst wird. 

Patentanspruche fOr die Vertraggstaaten : ES, GR. 

1 . Verfahren zur Zubereitung eines Arzneimittels, bei dem eine Verbindung, ausgewahlt aus einem Ester 
der BenzoesSure oder von Thromboxananalogen, einem Amid der BenzoesSure, von Thromboxananalogen 
oder Prostaglandinanalogen und Prolinal- oderThiazolidinderivaten mit Amidoblndung(en), in einem mittelket- 
tigen Glycerid oder einer Mischung aus zwei oder mehreren derselben suspendiert oder gelost wird. 

2. Verfahren nach Anspruch 1, dadurch gekennzeichnet dad der Ester aus einem Ester der BenzoesSure 
besteht 

3. Verfahren nach Anspruch 2, dadurch gekennzeichnet, dad der Ester der Benzoesaure aus einer Ver- 
bindung der allgemeinen Formel : 



K 2 N 



^ C-NH 



•©-COD- 



- .-MN-^ (I) 

HN — 



RfOr eine organische Gruppe stent, oder einem nlcht-toxischen Saureaddftfonssalz derselben besteht 
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20 



40 



4. Verfahren nach Anspruch 3. dadurch gekennzeichnet, daB in der allgemeinen Formal (I) R fur eina sub- 
stituierto aromatische Gruppe stent 

5. Verfahren nach Anspruch 4. dadurch gekennzeichnet, daB es sich bei dem Ester der Guanidmobenzoe- 

saure urn: 

p-(p-GuanidinoberaoyIoxy)-phenyiessigsaure-N,^dimethyl-^arbarnoylrnemy1ester, 
p-GuanidinobenzoesSure-p-sulfamoylphenylester oder 
p-Guanidinobenzoesaure-6-amidinonaphth-2-y!ester 
oderein nicht-toxisches Saureadditionssalz derseiben handelt 

6. Verfahren nach Anspruch 3, dadurch gekennzeichnet, daB es bei dem Ester der Benzoesaure urn p- 
Guanldinobenzoesauremethylester oder ein nicht-toxisches Saureadditionssalz desselben handelt 

7. Verfahren nach Anspruch 2, dadurch gekennzeichnet, daft es sich bei dem Ester der Benzoesaure urn 
Sallcyisaureethylester handelt. , 

8. Verfahren nach Anspruch 1. dadurch gekennzeichnet, daB es sich bei dem Ester urn etnen Ester von 
Thromboxananalogen handelt. 

9 Verfahren nach Anspruch 8, dadurch gekennzeichnet, daB es sich bei dem Ester von Thromboxana- 
nalogen urn einen Alkylester der7-{3-Tosyiaminobicyclo[2.2.1]heptan-2-yl)-5Z-heptensaure handelt 

1 0. Verfahren nach Anspruch 1 , dadurch gekennzeichnet, daB es sich bei dem Amid urn ein Amid von Pro~ 
staglandinanalogen handelt. ~ A . . _ . . 

11 Verfahren nach Anspruch 10, dadurch gekennzeichnet, daB es sich bei dem Amid von Prostaglandi- 
nanalogen urn ein Amid von 6-Keto-16S.18S-ethano-20-ethyl-PGE 1 mit einer Aminosaure handelt 

12. Verfahren nach Anspruch 1 , dadurch gekennzeichnet, daB es sich bei dem Amid urn ein Amid der Ben- 
zoesaure handelt . 

13. Verfahren nach Anspruch 1. dadurch gekennzeichnet. daB es sich bei dem Amid urn ein Amid von 

Thromboxananalogen handelt. 

14. Verfahren nach Anspruch 13, dadurch gekennzeichnet. daB es sich bei dem Amid von Thromboxana- 
nalogen urn ein Amid von 7-(3-Tosylaminobicyclo[2.2.13heptan-2-yi)-5Z-heptensaure mit einer Aminosaure 

handelt . 

15. Verfahren nach Anspnjch 1, dadurch gekennzeichnet, daB es sich bei dem Amid urn ein Prolinal- Oder 

Thiazoiidinderivat mit Amidoblndungen handelt 

16. Verfahren nach Anspruch 15, dadurch gekennzeichnet daB es sich bei dem Prolinal- oder Thiazoii- 
dinderivat mit Amidobindungen urn N-[3-[N-(4-Chlorbenzyt)-carbamoyl]-propanoyI]-L-prolinal handelt 

17. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB es sich bei dem mittelkettigen Glycerid urn 
ein Glycerid der Caprylsaure oder ein Glycerid der Caprinsaure handelt 

18. Verfahren nach Anspruch 17, dadurch gekennzeichnet daB es sich bei dem mittelkettigen Glycerid 
urn Glyceryfmonocaprylat, Glyceryldicaprylat oder Glyceryltricaprylat oder eine Mischung derseiben handelt 

19 Verfahren nach Anspruch 1 t dadurch gekennzeichnet, daB es in eine Kapse! abgefullt ist _ 

20. Verfahren nach Anspruch 1 9, dadurch gekennzeichnet daB die Kapsel miteinem enterischen Uberzug 
versehen 1st 

21. Verfahren nach Anspruch 20, dadurch gekennzeichnet, daB der enterische Uberzug aus Carooxy- 
methylethylcelluiose, Hydroxypropylmethylceltuioseacetatsuccinat oder Phospholipiden besteht 



Revendications 

45 Revondications pour les Etats contractants : AT, BE, CH, DE, FR, GB ( IT, Ll ( LU, NL, SE. 

1 . Composition pharmaceutique constituee essentiellement d'un compose choisi parmi un ester de Tacide 
benzoTque ou d'analogues du thromboxane, un amide de I'acide benzoTque, d'analogues du thromboxane ou 
^analogues de prostaglandine, etdes derives du prolinal ou de la thiazolidine ayant une ou plusieurs liaisons 

so amido, en suspension ou en solution dans un glyceride a chatne moyenne ou un melange de deux ou plusieurs 
d'entre eux. 

2. Composition pharmaceutique seloh la revendication 1, dans laquelle ledit ester est un ester d'acide ben- 
zoFque. 

3. Composition pharmaceutique selon la revendication 2, dans laquelle ledit ester d'acide benzoTque est 
55 un compose de formuie general e : 
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25 



30 



35 



40 



45 



55 



5 HN 

(dans laquelle R est un groups organique) ou un sel d'addition d'acide non toxique de celui-ci. 

4. Composition pharmaceutique selon la revendication 3, dans laquelle R est un groupe aromatique subs- 
titue dans fa formule generate (I). 
10 5. Composition pharmaceutique selon la revendication 4, dans faquelle Tester d'acide guanidinobenzoTque 

est Tester N,N-dim6thyl-carbamoylmethyiique de I'acide p-(p-guanidinobenzoyloxy)phenyI-acetique. Tester p- 
sulfamoylphenylique de I'acide p-guanidlnobenzoTque, Tester 6-amidino-napht-2-ylique de I'acide p-guanidino- 
benzoTque ou un sel d'addition d'acide non toxique de ceux-ci. 

6. Composition pharmaceutique selon ia revendication 3, dans laquelle ledit ester d'acide benzoTque est 
is Tester m<SthyIJque de I'acide p-guanidinobenzoTque ou un sel d'addition d'acide non toxique de ce!ul-ci. 

7. Composition pharmaceutique selon la revendication 2, dans laquelle ledit ester d'acide benzoTque est 
Tester ethyiique de I'acide salicylique. 

8. Composition pharmaceutique selon la revendication 1 , dans laquelle ledit ester est un ester d'analoques 
du thromboxane. 

20 9. Composition pharmaceutique selon la revendication 8, dans laquelle ledit ester d'analogues du throm- 

boxane est un ester alkyllque de Tacide 7-(3-tosy!aminobicyclo[2^.1]heptane-2-yl)-5Z-heptenotque. 

10. Composition pharmaceutique seion ia revendication 1, dans laquelle ledit amide est un amide d'ana- 
logues de prostaglandine. 

11. Composition pharmaceutique selon la revendication 10, dans laquelle ledit amide d'analogues de pros- 
taglandine est un amide de la 6-ceto-16S,1 eS-ethano-20-ethyl-PGE, et d'un amino-acide. 

12. Composition pharmaceutique selon la revendication 1, dans laquelle ledit amide est un amide d'acide 
benzojque. 

13. Composition pharmaceutique selon la revendication 1. dans laquelle ledit amide est un amide d'ana- 
iogues du thromboxane. 

14. Composition pharmaceutique selon la revendication 13, dans laquelle ledit amide d'analogues du 
mST 6StUn 3mide d ' adde 7 " (3 " tosylaminobic y c, °P* 2 - 1 3 he P tane - 2 -y | )-5Z-heptenorque etd'un amino- 

15. Composition pharmaceutique selon la revendication 1, dans laquelle ledit amide est un derive de pro- 
linal ou de thiazoiidine ayant des liaisons amldo. 

1 ®- 9 ompo8lfion P haj ™ceutique selon fa revendication 15, dans laquelle ledit derive du prolinal ou de la 
thiazoiidine ayant des liaisons amido est le N-[3-^-(4-chlorobenzyl)carbamoynpropanoyl3-L-prolinal. 

17. Composition pharmaceutique selon la revendication 1, dans laquelle ledit giyceride a chaTne moyenne 
est un giyceride d'acide capryfique ou un giyceride d'acide caprique. 

18. Composition pharmaceutique selon la revendication 1 7, dans laquelle ledit giyceride a chaTne moyenne 
est le monocaprylate de glyceryle, le dicaprylate de glyceryle ou le tricaprylate de glyceryle ou un de leurs 
melanges. 

19. Composition pharmaceutique selon la revendication 1. qui est contenue dans une capsule 

20. Composition pharmaceutique selon la revendication 19, caracterisee en ce que ia capsule porte un 
revetementadelitageenterique. 

21 . Composition pharmaceutique selon la revendication 20, caracterisee en ce que le revetement a deiitage 
^^^S^^ ^ Carboxym6th y )6ln y Ice,,u,ose ' cl'acetosuccinate d'hydroxypropyimethylcellulose ou de 

22. Proc6de pour fa preparation tf une composition pharmaceutique, dans lequel un compose choisi parmi 
un ester d'acide benzoTque ou d'analogues du thromboxane, un amide d'acide benzoTque, d'analogues du 
thromboxane ou d analogues de prostaglandine, et les derives du prolinal ou de la thiazoiidine, ayant une ou 
plusieurs liaisons amido, estmis en suspension ou dissous dans un giyceride a chaTne moyenne ou un melange 
de deux ou plusieurs d'entre eux. 

Revendlcations pour les Etats contractants : ES, GR. 

1. Proc6d6 pour la preparation d'une composition pharmaceutique, dans lequel un compose choisi parmi 
un ester daade benzoique ou d'analogues du thromboxane, un amide d'acide benzoTque. d'analogues du 
thromboxane ou d'analogues de prostaglandine, et fas derives du prolinal ou de la thiazoiidine. ayant une ou 
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plusieure liaisons amfdo, est mis en suspension ou dissous dans un giyceride a chaTne moyenne ou un melange 
de deux ou plusieurs d'entre eux. 

2 Precede selon la revendication 1, dans Iequel ledit ester est un ester d acide benzoique. 

3. Precede selon la revendication 2, dans Iequel ledit ester d'acide benzoTque est un compose de formule 
generate : 



H 2 N v /=\ . (« 

HN 



X C-NH^^-COO-R 



(dans laquelle R est un groupe organique) ou un sel d'addition d'acide non toxique de celui-oi 

4. Precede selon la revendication 3, dans Iequel R est un groupe aromatique substitue dans la formula 

15 ^Precede selon ta revendication 4, dans Iequel ledit ester d'acide guanidinobenzoTque est Tester N,N- 
dimethylcarbamoylmethylique de Tacide P -(p-guanidinobenzoyloxy)phenyIacetique, Tester p-sulfarnoylpheny- 
lique de Tacide p-guanidinobenzoTque, Tester 6-amidino-napht-2-ylique de Tacide p-guan.d.nobenzo.que ou un 
sel d'addition d'acide non toxique de ceux-ci. *>u xM „ tlt > a* 

20 6. Precede selon la revendication 3, dans Iequel ledit ester d'acide benzoique est I ester methylique de 

Tacide p-guanidinobenzoTque ou un sel d'addition d'acide non toxique de celui-cl. 

7. Procfide selon la revendication 2, dans Iequel ledit ester d'acide benzoTque est Tester ethyhque de I acide 

^"Tprocede selon la revendication 1 , dans Iequel ledit ester est un ester dialogues du thromboxane. 
25 9. Precede selon la revendication 8. dans Iequel ledit ester d'analogues du thromboxane est un ester alky- 

lique de Tacide 7-(3-tosylaminobicycloI2^.1]heptane-2-yl)-5Z-heptenoTque. 

10 Precede selon la revendication 1 , dans Iequel ledit amide est un amide d'analogues de prostaglandin*). 
1 1 . Precede selon la revendication 1 0, dans Iequel ledit amide d'analogues de prostaglandine est un amide 
de la e-ceto-ieS.ISS-ethano-aO-ethyl-PGEt et d'un amino-acide. 
so 12 Precede selon la revendication 1. dans Iequel ledit amide est un amide d'acide benzoique. 

13 Procedd selon la revendication 1, dans Iequel ledit amide estun amide d'analogues du thromboxane. 

1 4. Proc6d6 selon la revendication 13. dans Iequel ledit amide d'analogues du thromboxane est un am»de 
d'acide 7-(3-tosyiamino-bicycIo[2.2.1]heptane-2-yl)-5Z-heptenoTqueet d'un amino-acide. 

15. Precede selon la revendication 1. dans Iequel ledit amide est un derive de prolinal ou de th.azohdine 
35 ayant des liaisons amido. 

16. Precede selon la revendication 15, dans leque! ledit derive du prolinal ou de la thrazohdme ayant des 
liaisons amldo est le N-I3-[N-(4-chlorobenzyl)carbamoyl]propanoy!H-prolinal. 

1 7. Precede selon la revendication 1 , dans Iequel ledit giyceride a chaTne moyenne est un giyceride d acide 
caprylique ou un giyceride d'acide caprique. 

40 1 8. Precede selon la revendication 17, dans Iequel ledit giyceride a chaTne moyenne est le monocaprylate 
de glyceryle, le dlcaprylate de glyceryle ou le tricaprylate de glyceryle ou un de leurs melanges. 

19. Precede selon la revendication 1 f dans Iequel ladite composition pharmaceutique est contenue dans 

une capsule. mL . - 

20. Precede selon la revendication 19, caracterlse en ce que ta capsule porta un revetement a delitage 

45 ent6 ^ U p roc6d6 se|on , a revendication 20, caracterise en ce que le revetement a delitage enterique est fait 
de carboxymfithylethylcellulose, d'acetosuccinate d'hydroxypropylmethylcellulose ou de phospholipides. 
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